Sedative hypnotics 2 


By: Sara Adel Ahmed 
Lecturer in clinical pharmacology 
department 


1-Illustrate the uses of Benzodiazepines . 

2- Describe the broad lines of treatment of 
acute Benzodiazepines toxicity. 

3-Apply the proper selection of the drugs used 
in management Of sleep disorder &anxiety. 

5- Enumerate different drugs used as selective 
sedative hypnotics and explain the difference 
between them. 


6- Identify drugs used as selective anxiolytic. 
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Uses of BZDs 


1- Anxiolytic / Euphoric 
As it Potentiates GABA action 
( in lymbic system) 


Uses: 
*Anxiety disorders: Alprazolam, 
clonazepam,diazepam, lorazepam 
*Panic disorder: Alprazolam, 
clonazepam 


Uses of BZDs | 


2- Sedative (brain stem Uses: 
reticular formation) * Night mares: 
Sedative (low dose) As it decreases 

Hypnotic (high dose) REM 

PG GABA UI 

action * Night 
Uses: 
terrors : 


* [nsomnia: 


As it Promotes As it decreases 


Stage 3,4 NREM 
sleep onset & * Ex; short and 
Increases stage SM i 

2 NREM = EIU 


Sleep Cycle 
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Slow wave sleep 
(NREM) 


4 stages, about 85% of 
Sleep cycle 


Physical rest 


Eye only deviates 


Sleep walking and good 
quality of sleep due to 
deep sleep ( low threshold 
of arousal) 


No remembered dreams 


Rapid eye movement 
sleep 
(REM) 


One stage about 25% 


Mental rest and 
consolidation of memory 


Rapid eye movement 


No sleep walking and 
( high threshold of 
arouSal) 


Active remembered 
dreams 


Decrease sleep latency Treats insomnia 
Increase stage 2 NREM 
sleep 


Decrease REM sleep that Treat night mares that 
decreases consolidation of also induce anterograde 
memory amnesia 
On withdrawal vivid 
dreams 


Treat night terrors and 


Decrease stage 3&4 


Don’t use hypnotics more than 4 - 6 
weeks to avoid dependence 


Uses of BZDs 


3- Anesthesia 


Uses: 
* Consious sedation 
* preanesthesia 
* Balanced anesthesia as Midazolam 
(Dormicam) 


Uses of BZDs 


4- anticonvulsants 


Uses: 

* Epilepsy 

* Status eplipticus: 
First line 


Uses of BZDs = 


5- Skeletal muscle 
relaxants 


Uses: 
* Muscle spasticity diazepam (valium ) 


BZDs(at spinal and 


supraspinal level) 


6- Alcohol withdrawal 


Uses: 
* In withdrawal symptoms give the 
long acting BZDs as alcohol acts 
through the same BZDs receptors 


BZDs side effects 


1- Drowsiness, confusion and 


hangover 
2- Amnesia 
(anterograde) 
3- Ataxia and reduced motor 
spile 
EN RE 5- Additive CNS 
depression with alcohol 
5- Paradoxical 6- Withdrawal: rebound 
effect excitement insomnia and rebound 


increase in REM 
( MORE WITH SHORT 
ACTING ) 


Avoid in 
elderly?? 


1- Drowsiness, confusion and 
ataxia 


2- To avoid accumulation in reduced 
liver metabolism 


BZDs 
toxicity: 


1- Prolonged sleep and 
coma 
Same symptomatic treatment AS 
barbiturates 


2- Flumazenil an antidot 


Competitive antagonist to BZDs and 


zolpidem 
It has short t 1/2 


1-Used in benzodiazepines toxicity 


2- To terminate BZDs anesthesia 


SHT1 A agonist (presynaptically) and 
partial agonist (postsynaptically) 
(some affinity to D2 dopamine receptor) 


Chronic anxiety (very week action but 
taken in IBS ) 


Disadantages 
Delayed onset(1-2 


Buspirone different 
in : 


*Only used in GAD 
*Don't has BZDS 
side effects 


weeks) 
Doesn't treat insomnia 
Or panic attacks 


1- Wide 
safety 
margin 2- Has 
an 


antidot 


5- Less 
tolerance 
and 
depende 
nce ( but 
more 


3- No 
enzyme 
induction 


6- Less 
respirator 
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Z- hypnotics (night calm) 


Non BZD acting on BZ 
1 receptors 


Antagonized by flumazenil 


Sedative hypnotics that are used in non 
anxiety induced insomnia 


z- | 


h ; 
Ld iiu Rapid onset and short 


duration 


Less suppression to REM 


Less hangover 


Less cognitive impaiment 


Less tolerance and dependence, 
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zolpidem 
Short acting and there is SR type 


Zaleplon 
Rapid elimination so less side 


effects 


Eszopiclone (night calm) 


Longer action 
Dry mouth, anxiety, headache, edema 
and unpleasant taste 


Advantages 


Reduce latency to sleep 
Less Withdrawal 


Less no rebound insomnia 


dizziness, fatigue but very rare 


Orexin neuropeptides promote 
wakefulness via OX1R & OX2R by 


Increase in Na/Ca exchange 
Increase in NMDA receptor 


DORA are competitive antagonist at 
these receptors 


Suvorexant (Belsmora) 2014 approved 


Lemborexant (Dayvigo) 2019 approved 


Sleep onset insomnia: 
(use short acting drugs) 
Zaleplon 
Zolpidem 
Triazolam 
Ramelteon 


Deep maintenance insomnia 
(use longer acting drugs) 
SR zolpidem 
Eszopiclone 
Lorazepam 
suvorexant 
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